Objectives-To review the characteristics and performance of research ethics committees in Spain in the evaluation of multicentre clinical trial drug protocols. Design-A prospective study of 100 applications. Setting-Forty-one committees reviewing clinical trial protocols, involving 50 hospitals in 25 cities.
characteristics of research ethics committees and evaluation dynamics. Results-The 100 applications involved 15 protocols (of which 12 were multinational) with 12 drugs. Committees met monthly (except one). They had a mean number of 12 members, requested a mean of six complete dossiers and nine additional copies of the protocol with a mean deadline of 14 days before the meeting. All applications were approved except three (two of the three were open-label long-term safety trials rejected by the same committee), which were approved by the other committees involved. The mean time from submission to approval was 64 days. The mean time from submission to arrival of the approval document at our offices was 85 days. Twenty-five committees raised queries for 38 of the 97finally approved applications. Impact of evaluation fee, number of members, queries raised and experience of committees on timings were not statistically significant.
Conclusion-Obtaining ethical approval is time-consuming. There is much diversity in the research ethics committees 'performance. A remarkable delay (> 20 days) exists between the decision and the arrival of the written approval, suggesting administrative or organisational problems. Following the Declaration of Helsinki and international regulations, review of a study protocol by research ethics committees (RECs) is a compulsory step for any clinical research trial. Since 1982, the Spanish regulation states that, before starting a clinical trial, the protocol must be approved by all RECs of all participating centres.
The regulation changed in the 1 990s' and included significant modifications such as the inclusion of lay members in the RECs and the full implementation of good clinical practice guidelines. The complete dossier to be submitted to the RECs includes: protocol (according to a 12-item format); case report form; investigator's brochure; patient information sheet; consent form (in an official format), and also a number of appendices, including a health insurance coverage. The REC's approval (official form) must be sent to the sponsor who must submit it (with the complete dossier) to the Ministry of Health for approval.
Some years ago, the pharmaceutical industry started a review of the processes involved in developing new drugs with the aim of reducing the time required to market a medicinal product. The standards for the conduct of clinical trials have been progressively developed on a worldwide basis, the International Conference on Harmonisation being the most important forum for debate and agreement between health authorities and the pharmaceutical industry in the US, Japan and the European Union. In addition, most researchbased companies are assessing the variety of processes involved, from the inception of a clinical development plan through to its completion. One of these assessments focuses on the start-up of trials at the study centres. As part of such an assessment the time needed for obtaining RECs' approval should be considered, since this impacts on the start of all trials. In the current decade a number of reports about the performance of RECs in this respect have been published, particularly on the issues regarding multicentre studies in the UK2-3 and elsewhere.'4 Recent data show that Spain is increasingly involved in multinational trials.' Some information is available on the time required by RECs in Spain for reviewing and approving clinical trial protocols, but this was obtained in 1992-93, before the current regulation was approved.'6 We now report the results obtained from 100 applications to RECs for multicentre drug studies sponsored by our company in Spain which were submitted after the above mentioned regulatory change.
Material and methods
The RECs' review process of the first 100 applications for multicentre drug trial protocols submitted by our department in Spain since January 1995 has been evaluated. A specific 40-item database was prospectively designed. Items were divided into four categories: a) identification of product, protocol and therapeutic area; b) type of clinical trial: phase II-IV, number of centres, design features (parallel-group, placebo or active control, blinding, etc); c) characteristics of the REC (number of members, frequency of meetings, documents requested and deadline for submission of these before the REC's meeting, advanced evaluation fee, etc), and d) review and approval dynamics, which included not only days between submission of documentation and the answer from the REC but whether queries were raised or not, as well as their type and the REC's final decision (approval or rejection). The term "query" refers to questions asked of the investigator/sponsor about any part of the submitted documentation (protocol and/or appendices). When 
Results
The 100 applications evaluated involved 12 drugs in 15 protocols (three phase II, ten phase III and two phase IV), 12 of them being multinational trials. The design features included 13 controlled (ten with placebo, ten double-blind) and two open-label follow-up studies, involving the following therapeutic areas: antiinfectives; cardiovascular; endocrinology; neurology; oncology; psychiatry; rheumatology, and urology. The applications involved trials to be conducted in 41 teaching hospitals, eight primary care centres, four sexually transmitted diseases clinics and one dementia outpatient clinic in 25 cities from 12 regions. They were evaluated by a total of 41 different RECs, 18 of them located in the Madrid and Catalonia regions. Regarding the size of hospital, 17 have > 1,000 beds, 18 have 500-1,000 beds and six have 150-500 beds.
Research ethics committees met monthly in all cases except one, which had a meeting every two weeks. They consisted of a mean of 12 members (range 7-23, median 13). Research ethics committees requested a mean of six copies of the complete dossier (range 1-16, median four) and nine of the protocol alone (range 2-23, median ten). In all but three cases (which made no specific demands as to a deadline before the meeting), submission deadline was 14 days (mean) before the RECs' meeting (range 10-30, median 15). Mean (SD) time from submission to arrival of RECs' decision form for all 100 applications was 87 (54) days (median 70, range 23-238 days).
Only three out of the 100 applications were rejected by the RECs. Two of them, rejected by the same REC, were open-label follow-up extension studies for multinational trials of different therapeutic areas, aiming at the collection of long term safety data for regulatory purposes. The argument behind these decisions was that a long term safety evaluation without knowing the results of the original trial was not acceptable. Both protocols had been previously approved by the remaining Spanish RECs involved (13 and three respectively) as well as by other RECs of other European and North American centres participating in these studies. The third protocol, a doubleblind, parallel-group, placebo-controlled study in double depression, was rejected because the REC considered the conduct of the study by primary care psychiatrists unacceptable. This local study was approved by two other RECs.
For the 97 approved applications, mean time from submission to arrival of RECs' approval at our offices was 85 days. No statistically significant differences were observed when variables such as request for an evaluation fee (ranging from £200 to £560) or number of members (larger or smaller than the median value) were considered (table 1). However, the difference observed (21 days) when the latter was taken into account seems relevant.
Four RECs evaluated 25 of the 97 approved applications. Timings of the review process for 16) these RECs compared to the remaining ones are shown in table 2. Again, no statistically significant differences were observed, but a difference of more than three weeks is remarkable.
Twenty-five RECs raised queries in 38 out of 97 approved applications, involving 12 of the 15 protocols. Fifty-two per cent of the queries referred to protocol-related issues (design features, selection criteria, study procedures, statistics, case report form, etc), and 38% to ethical aspects (most commonly to the wording of the patient's information sheet and less frequently to the insurance coverage). Only six queries resulted in changes being made to the protocol (one referred to more clear wording of a selection criterion) or appendices (four referred to the wording of informed consent and one referred to the sign-off of the consent form). All queries were answered within three days. Though shorter submission-arrival timings were observed for applications in which no queries were raised, the difference (17 days) was not statistically significant (table 3). Figure 1 shows the time needed from submission to arrival of the RECs' approval form; 67% of these were received at our offices within 90 days.
Of particular interest is the analysis of the queries raised for two protocols in two areas of intensive clinical research. One was a six-month, doseranging, double-blind, randomised, placebocontrolled phase II study for the evaluation of an investigational compound in Alzheimer's disease. The study was to be conducted in four countries, with 17 RECs reviewing the protocol in Spain. Twelve out of the 17 RECs raised 24 queries (table 4), nine of which were answered without providing additional information (ie merely by explaining further the information already submitted). The same query was raised by three RECs: each of the three pointed out the need to include the availability of alternative medication in the patient information sheet, since between the time when the protocol was submitted and its evaluation, tacrine was marketed in Spain.
The second trial was a large phase III study to evaluate the effects of a drug, (v placebo) added to standard therapy, on mortality in patients with left ventricular dysfunction in the acute phase of myocardial infarction. This trial was designed and directed by a steering committee composed of well-known international cardiology experts, independent of the sponsor, with a data safety monitoring board which was also independent of the sponsor. It was planned that ten countries would participate in this trial. In Spain, 15 RECs evaluated the protocol. Nine of these raised 22 queries (table 4) , of which 13 study. This is close to the figure of the 52% of all trials in our country which are conducted in these two regions. '5 This study shows that the mean time between submission and approval for a given protocol is 64 days. However, as the REC's approval form must be submitted by the sponsor to the Ministry of Health, the critical time to consider is that between submission and arrival of the REC's approval at the sponsor's office. The mean time for this was 85 days, which is similar to that reported in the previous study (89 days)'6 and in some others from the UK,5 9 68 days v 90 days) . The same applies to larger (D 13 members) RECs, which required some 21 days less (nine of those in the approvalarrival stage) for the protocol review than smaller ones. Though no statistically significant differences could be found for the impact of these factors on the timings, there seems to be some trend towards shorter timings for larger and more experienced committees. This may be the result of better internal organisation and processes.
Sixty one per cent of applications were approved without queries being raised to the investigator/sponsor, similar to results shown in the 1992-93 study.'6 On discussing queries, it is worth reviewing those raised in the two trials which have been specifically addressed in this study, where 21 out of 32 RECs raised 46 queries. As other authors have reported 6 9 10 12 a wide range of queries were raised. Irrespective of who designed the protocol (company experts or external international experts) protocol-related topics were the commonest source of queries (n=17). Both trials were eventually approved by all RECs without changes. With this in mind, why did not all RECs approve these protocols provided they received satisfactory answers to the questions raised, without waiting for a further formal REC meeting? This approach is in place in a number of RECs.
The most important factor in the quality of a REC's work is the attitude and commitment of its members.2' 22 Although some diversity among RECs should be expected, due to the subjective nature of ethical considerations and local needs,3 4 23 the large variations in practice among different RECs may be a deterrent to research.6 24 These variations can have important implications, namely, the time and expense involved in the submission process for the investigators; the subsequent delay or rescheduling of the start of the study, and the disincentive to useful research that may result. 25 In addition, money for research is becoming very scarce, and researchers have no confidence that another grant will be forthcoming if the current one is delayed. 2' This study shows that, as in the UK, there is room for improvement in the overall performance of RECs in Spain. This is relevant when considering that the most recent data published by the Ministry of Health show that the number of multicentre multinational trials has increased to up to 70% of all drug trials performed in Spain.'5 Various suggestions can be made as to how the efficiency of RECs might be improved. For instance, if the complete dossier of a clinical trial must be submitted to all RECs 10-30 days before the review meeting, and no queries are raised, it seems reasonable that the approval form should be received by the sponsor within a 25-45-day period. In this study less than 25% of the applications would have met this criterion. To speed up this process RECs should consider, as suggested by Alberti," the use of electronic transmission or fax to inform the sponsor immediately of the decision. If it seems evident that RECs should have adequate manpower to deal with the paperwork, then this should be even more apparently so for those RECs asking for a fee, and this should translate into much greater efficiency, ie reduction of time between submission and arrival of approval. Regarding this aspect, an increasing number of hospitals are creating specific units to deal with the organisation of trials in their centres; these units are the link between investigators, sponsors, REC and hospital administration, and they have proved to be an efficient tool to accelerate the process of starting a clinical trial.
Most clinical trials are sponsored by industry26; this is especially true in Spain where 90% of trials are sponsored by pharmaceutical companies. 27 In the 1990s clinical research has increased significantly in our country. To maintain, or even increase, the number of trials conducted in Spain, the more than 100 RECs27 already in place should realise that the time needed to assess and approve clinical trial protocols is one of the factors which is being carefully considered by research-based companies, when they are deciding in which countries a study should take place. The delay in the initiation of clinical trials is an issue in Spain and the UK, and in other European countries as well, and affects not only industry-sponsored trials but also those sponsored by international groups and organisations. The European Commission has acknowledged that this delay has a negative impact on research in Europe,28 and is working on a clinical trials directive which aims, among other things, to harmonise and streamline the study-start process within the European Union. 
